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DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB 4-Hydroxy-v v \\ *;nbu r< (40H-OPB), is currently in phase II trials for its 

immunosuppressive effect in patients with rheumatoid arthritis. 40H-OPB and 
other compds . related to phenylbutazone were tested for their effect on in 
vitro cytokine production by monocytes and lymphocytes present in peripheral 
mononuclear cells (PBMC) or whole blood (WB) cultures, and compared against 
phenylbutazone and ovcvp>v; =• I: vt c -OM, two known anti-inflammatory drugs. In 
PBMC cultures, 40H-OPB was by far the most potent inhibitor, and both 
monokines and Thl and Th2 lymphokines were efficiently inhibited at low 
concns. In WB cultures, 40H-OPB was less effective than in PBMC cultures, but 
was still the best inhibitor of lymphokine production and, furthermore, was 
the only inhibitor of monokine production The increase in 40H-OPB 
concentration needed to induce the same inhibition of cytokine production in 
WB as in PBMC culture could be mimicked by the addition of erythrocytes to the 
PBMC cultures. Expts. with radioactively-labeled 40H-OPB suggest that 40H-OPB 
is taken up very rapidly into erythrocytes and is secreted by the erythrocytes 
with much slower kinetics via a multidrug-resistance-associated protein. The 
secreted compound is most likely structurally different from 40H-OPB, as in 
PBMC and WB cultures, the inhibition of cytokine production seems to be caused 
by a different mechanism. In PBMC cultures, the inhibition of cytokine 
production is accompanied by a loss of cell viability, while this is not the 
case when 40H-OPB inhibits cytokine production in WB . Our data suggest that 
40H-OPB may be useful as an immunosuppressive drug for patients with 
inflammatory diseases. 
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AB The invention relates to a preparation of glutathione-substituted b\ t:a? >. 

derivs. of formula I [wherein: Rl is O or S ; R2 is H or C1-C10 organic group 
attached by a carbon atom; X is H, O, -O-O-, S, or -S-S-; R3 is absent when X 
= H, or R3 is H, OH, or thiol protecting group; R4 is (un) substituted hetero- 
or homocyclic aryl group; one Y group is S and the other is either H (in which 
case only one R5 is present) or S; R5 is an organic group of mol. weight up to 
around 500 amu] , useful as antiinflammatory, antiviral, and immunomodulatory 
agents. For instance, phenbai »«one derivative II (R6 = OH) was prepared via 
hydroxylation of II (R6 = H) in the presence of H202 with a yield of 35%. 
Biol, tests indicated that 0.5-5.0 jaM of di-glutathione-substituted 
phersfoutazone derivative II (R6 = OH) was sufficient to completely block 
production of the cytokines IL6 and granulocyte colony-stimulating factor. 
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AB The invention relates to a preparation of quinonimine derivs. of formula I 

[wherein: Rl is 0 or S when double bonded to the ring, or Rl is OH, SH, or a 
protected equivalent when single bonded to the ring; R2 is H or more 
preferably an organic group attached by a carbon atom; X is H, 0, -0-0-, or S, 
etc.; R3 is absent when X = H, or R3 is H, OH, or SH, etc.; R4 is a 
(un) substituted hetero- or preferably homo-cyclic aryl group; and groups Tl 
are independently absent, H, or S-R5; R5 is an organic group of mol . weight up 
to around 500 amu] , useful as antiallergy, anti-inflammatory, and antiviral 
agents. For instance, quinonimine derivative II was prepared via ring-opening 
of 4-hydroxy-oxyphenbutazone (III). Biol, tests showed that 0.5 - 2 ,uM of II 
was sufficient to completely block production of cytokines IL6 and granulocyte 
colony-stimulating factor. 
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AB The present invention provides a method of tonic treatment of an aging 

mammalian subject, or a subject suffering from mild inflammation, lupus, 
fatigue, lethargy or the after-effects of infection, disease or treatment, 
comprising administration of oxyphenbutazone derivative or a salt thereof. 
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4-Hydroxy-oxyphenbutazone (40H-OPB), is currently in phase II trials for its 
immunosuppressive effect in patients with rheumatoid arthritis. 40H-OPB and 
other compds. related to phenylbutazone were tested for their effect on in 
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vitro cytokine production by monocytes and lymphocytes present in peripheral 
mononuclear cells (PBMC) or whole blood (WB) cultures, and compared against 
phenylbutazone and oxyphenbutazone, two known anti-inflammatory drugs. In 
PBMC cultures, 40H-OPB was by far the most potent inhibitor, and both 
monokines and Thl and Th2 lymphokines were efficiently inhibited at low 
concns. In WB cultures, 40H-OPB was less effective than in PBMC cultures, but 
was still the best inhibitor of lymphokine production and, furthermore, was 
the only inhibitor of monokine production The increase in 40H-OPB 
concentration needed to induce the same inhibition of cytokine production in 
WB as in PBMC culture could be mimicked by the addition of erythrocytes to the 
PBMC cultures. Expts. with radioactively-labeled 40H-OPB suggest that 40H-OPB 
is taken up very rapidly into erythrocytes and is secreted by the erythrocytes 
with much slower kinetics via a multidrug-resistance-associated protein. The 
secreted compound is most likely structurally different from 40H-OPB, as in 
PBMC and WB cultures, the inhibition of cytokine production seems to be caused 
by a different mechanism. In PBMC cultures, the inhibition of cytokine 
production is accompanied by a loss of cell viability, while this is not the 
case when 40H-OPB inhibits cytokine production in WB . Our data suggest that 
40H-OPB may be useful as an immunosuppressive drug for patients with 
inflammatory diseases. 
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AB The invention relates to a preparation of glutathione-substituted phenbutazone 
derivs. of formula I [wherein: Rl is 0 or S ; R2 is H or C1-C10 organic group 
attached by a carbon atom; X is H, 0, -0-0-, S, or -S-S-; R3 is absent when X 
= H, or R3 is H, OH, or thiol protecting group; R4 is (un) substituted hetero- 
or homocyclic aryl group; one Y group is S and the other is either H (in which 
case only one R5 is present) or S; R5 is an organic group of mol. weight up to 
around 500 amu] , useful as antiinflammatory, antiviral, and immunomodulatory 
agents. For instance, phenbutazone derivative II (R6 = OH) was prepared via 
hydroxylation of II (R6 = H) in the presence of H202 with a yield of 35%. 
Biol, tests indicated that 0.5-5.0 uM of di-glutathione-substituted 
phenbutazone derivative II (R6 = OH) was sufficient to completely block 
production of the cytokines IL6 and granulocyte colony-stimulating factor. 
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AB The invention relates to a preparation of quinonimine derivs. of formula I 

[wherein: Rl is 0 or S when double bonded to the ring, or Rl is OH, SH, or a 
protected equivalent when single bonded to the ring; R2 is H or more 
preferably an organic group attached by a carbon atom; X is H, 0, -0-0-, or S, 
etc.; R3 is absent when X = H, or R3 is H, OH, or SH, etc.; R4 is a 
(un) substituted hetero- or preferably homo-cyclic aryl group; and groups Tl 
are independently absent, H, or S-R5; R5 is an organic group of mol . weight up 
to around 500 amu] , useful as antiallergy, anti-inflammatory, and antiviral 
agents. For instance, quinonimine derivative II was prepared via ring-opening 
of 4-hydroxy-oxyphenbutazone (III). Biol, tests showed that 0.5 - 2 uM of II 
was sufficient to completely block production of cytokines IL6 and granulocyte 
colony-stimulating factor. 
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AB A three step method for selection and testing of compds . inhibiting clonal 

cell growth is disclosed. Method involves: 1) screening for substances that 
inhibit clonal growth in a culture, 2) in the same culture, testing whether a 
high local cell concentration (collocation) will decrease the inhibiting 
effect of such substances on clonal cell growth and 3) testing if export of 
metastatic cells from a tumor site could be locked by such substances. It 
should then be possible to decrease or even abolish the development of 
malignant disease or metastasis from primary tumors and development of benign 
tumors including atheromas in arteries. The method may also detect compds. 
that increase clonal growth. These compds. might possess carcinogenic 
properties or could be used for stimulation of a failing immune system. 
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AB The invention provides the use of an optionally hydroxy-protected 4-hydroxy or 
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administering to an HIV-infected patient a T-lymphocyte growth suppressing 
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An HPLC method is proposed for the simultaneous determination of 
oxyphenbutazone (I) [129-20-4] and 6 potential decomposition products, using 
a reversed-phase column and UV detection. The method is more sensitive than 
thin-layer chromatog. and allows the determination of 0.1% of each degradation 
product (with respect to I). It was applied to the anal, of com. tablets, 
capsules, and ointments. 
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AB A high-performance TLC procedure for the separation and determination of 

oxyphenbutazone (I) [129-20-4] and its 6 main potential degradation product 
in situ is reported. The method avoids degradation of I in situ by chelatin 
Fe in the silica plate and allows the simultaneous assay of I and its 
decomposition products using a chromatog. spectrophotometer. The method was 
validated as a stability-indicating assay of I in tablets and capsules. It 
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found . 
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DOCUMENT NUMBER: 103:129 
ORIGINAL REFERENCE NO.: 103 :19a, 22a 

TITLE: Metabolism of phenylbutazone in rats 

AUTHOR (S) : Alexander, D. Mary; Mathew, G. E. A.; Wilson, Beverley 

J. 

CORPORATE SOURCE: Dep. Pharm., Univ. Durban-Westville, Durban, 4000, S. 

Afr. 

SOURCE: Xenobiotica (1985), 15(2), 123-8 

CODEN: XENOBH; ISSN: 0049-8254 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The metabolism of phenylbutazone (I) [50-33-9] was investigated in female 

rats dosed with the drug by gavage. The major route of excretion is via the 
urine, with 50% of the dose being excreted in the 1st 24 h. A small 
percentage of the dose is excreted in the feces. Following administration of 
[14C]I, 5 labeled, unconjugated hydroxy compds . were identified in the urine 
by TLC and autoradiog . ; both hydrolyzable and nonhydrolyzable conjugates were 
found. Aqueous exts. of feces contained O-conjugates of oxyphenbutazone and 
4-hydroxyoxyphenbutazone (which may be a decomposition product). Urine 
metabolites soluble in organic solvents were quantified by inverse isotope 
dilution assay and spectrophotometric anal. The major metabolite is the y- 
hydroxy derivative of phenylbutazone present both as the lactone [96740-75-9] 
and as the straight-chain compound [568-76-3], whereas oxyphenbutazone [129- 
20-4] and p, y-dihydroxyphenylbutazone [7720-49-2] are minor metabolites. 

IT 8-39-GD, -LOinugat.es 

RL: BIOL (Biological study) 

(as phenylbutazone metabolite) 
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1 ■ : lini Hi AELn 

98:100887 

98 : 15225a, 15228a 

Nonsteroidal antiinflammatory agents. 9. Local effect 
of oxyphenbutazone derivatives 
Rahtz, Dieter; Baettcher, Irmgard 

Forschungslab. , Shering A. -G . , Berlin, 1000/65, Fed. 
Rep. Ger. 

European Journal of Medicinal Chemistry (1982), 17(5), 
429-32 

CODEN: EJMCA5; ISSN: 0009-4374 

Journal 

German 

CASREACT 98:100887 



Bu 



Lipophilic oxyphenbutazone (I) [129-20-4] esters were synthesized and tested 
for antiinflammatory activity in various inflammation model systems. 
Esterif ication of the phenolic OH of I with short- and long-chain fatty acids 
yielded monoesters with local antiinflammatory activity which was <I . However 
esterification of I with hexanedioic acid yielded a diester (II) [59530-06-2] 
which had a significantly more pronounced local antiinflammatory activity than 
I, but systemic antiinflammatory activity similar to that of I. The topical 
antiinflammatory activity of II was similar to that observed with 
hydrocortisone acetate in patients with eczema vulgare. 
55S48--39-0P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of) 
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83:53142 
: 83:8295a, 8298a 

Oxidation of oxyphenbutazone by sheep vesicular gland 

microsomes and lipoxygenase 

Portoghese, Philip S . ; Svanborg, Kerstin; Samuelsson, 
Bengt 

Dep. Chem., Karolinska Inst., Stockholm, Swed. 

Biochemical and Biophysical Research Communications 

(1975), 63(3), 748-55 

CODEN: BBRCA9; ISSN: 0006-291X 

Journal 



English 

printed CA Issue. 

Oxyphenylbutazone (I) [129-20-4] was oxidized when incubated with acetone 
powder prepared from sheep vesicular gland microsomes or with lipoxygenase 

[9029-60-1] at pH 4 or 5. Oxidation also occurred at pH 8 or 9, if 
arachidonate or linoleate was added to either of the incubation mixts. The 
oxygenated product was found to be identical with 4-hydroxyoxyphenbutazone 

[55648-39-0], which was synthesized and analyzed by gas liquid chromatog. and 
mass spectrometry. The oxygenated compound was not an inhibitor of 
prostaglandin biosynthesis. 
55648--33--Q 

RL: FORM (Formation, nonpreparative) 

(formation of, from oxyphenbutazone, by lipoxygenase and seminal 

vesicle microsomes) 
55648-39-0 HCAPLUS 

3 , 5-Pyrazolidinedione, 4-butyl-4-hydroxy-l- ( 4-hydroxyphenyl ) - 2 -phenyl - 
(CA INDEX NAME) 
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